Navasa, Garcia-Pagdn, Bosch, Riera, Baniares, Mas, Bruguera, Rodes hepatic encephalopathy and fall in prothrombin index below 40% within eight weeks of the onset of symptoms in the absence of previous liver disease.' Patients were divided in two groups: (i) fulminant hepatic failure, when hepatic encephalopathy appeared in less than two weeks after the onset of jaundice, and (ii) subfulminant hepatic failure if hepatic encephalopathy complicated liver failure two to eight weeks after the onset of jaundice. ' After admission, the patients were transferred to the Liver Intensive Care Unit. Physical examination including the presence or development of ascites and evaluation of neurological status were performed at least every four hours. and light areas. Three consecutive liver areas were evaluated for each specimen by one of us, under blind conditions. The results were expressed as the mean percentage of Sirius red stained area of the section. The intra assay variability of the measurement was of 6%.
Fulminant hepatic failure is a syndrome characterised by short term development of signs of advanced liver failure leading to hepatic encephalopathy in the absence of previous liver disease. ' Fulminant hepatic failure has a very high mortality, especially when caused by acute viral hepatitis, which is the most common cause of this syndrome. ' (Table) . Ascites was more common in patients with subfulminant hepatic failure than in patients with fulminant hepatic failure (12/16 v three of nine patients, respectively, p=0.08).
Reticulin collapse, measured by the percentage of the total area of the section stained by Sirius red averaged 15-7 (8.4)% (mean value in normal liver 3-1 (0-5%).9 There was a direct correlation between the degree of reticulin collapse and the hepatic venous pressure gradient (r=043, p<005) (Fig 2) .
There were no significant differences in the degree of collapse between patients with fulminant and subfulminant hepatic failure (14.6 (90) v 16-2 (8.3)%, NS).
The whole mortality rate of the present series was 68%. There were no significant differences in hepatic venous pressure gradient between patients who survived and those who did not (11-6 (3.7) v 13.3 (5.9) mm Hg, NS). The area of reticulin collapse, however, was significantly lower in survivors (9.7 (4.7) v 18-1 (8.3)%, p<002). The present study also shows a high prevalence of ascites in patients with acute liver failure.
Our data and previous studies35 indicate that the presence of ascites is related to the magnitude of the increase in portal pressure. This would suggest that, as in cirrhosis,'9 portal hypertension plays an important role in the pathogenesis of ascites in acute liver failure.
It is important to note that patients with acute liver failure showed a hyperdynamic circulation, evidenced by a high cardiac output and decreased systemic vascular resistances and mean arterial pressure. This vasodilatation is thought to be the mechanism triggering the activation of neurohumoral factors contributing to sodium retention, extracellular fluid volume expansion and ascites formation. '9 In addition, splanchnic vasodilation, which results in increased portal inflow, may contribute to increase portal pressure, specially when the hepatic vascular resistance is increased.'0 The pathogenesis of systemic vasodilation remains largely conjectural. As suggested in patients with cirrhosis, it is likely to be of multifactorial origin.'0 '9 A possible explanation is the accumulation of vasoactive substances of splanchnic origin in the systemic circulation that are either metabolised by the normal liver or abnormally released during acute liver failure.'0202' In that regard it has been reported that increased levels of substance P are observed in patients with advanced liver failure and that these correlate with the degree of hypotension.22 In addition, other factors such as endotoxaemia, sepsis, and fever may contribute to further exaggerate these circulatory abnormalities.2'
Renal failure was common in the present series of patients with acute liver failure. Some of these patients had acute tubular necrosis, which may be related to shock, bacteraemia hypovolaemia and drug nephrotoxicity. Some patients, however, exhibited 'functional' renal failure, with many similarities observed in cirrhosis. As 
